AMENDMENT UNDER 37 C.F.R. § 1.1 14(c) 
U.S. Application No. 10/526,898 

REMARKS 

Applicants submit herewith claim 1 8 which is submitted is properly examined in the 
present application. 

They also submit an information disclosure statement with copies of a supplemental 
European Search Report from the EPO, along with an action from the Korean Patent Office with 
a translation of relevant parts thereof. 

With reference to the Advisory Action of September 14, 2006 and the remarks set forth in 
the immediately following paragraph, Applicants filed additional evidence as later discussed in 
this paper. 

"The Examiner has provided a prima facie case stating that if the 
person of ordinary skill in the art would crystallize the KMD-3213 
generated by Yamagishi et al. or Kitazawa et al. with the addition of the 
guidance supplied by Williamson, that the person of ordinary skill in the art 
would generate the claimed invention. Since no data was provided to show 
the results of modifying the references as set forth by the Examiner, the 
declaration is not found to be persuasive to withdraw the rejection" 

As a result, Applicants carried out the Yamagishi et al procedure with the guidance of 
Williamson, submitted in an EXAMINATION REPORT by Mr. Kobayashi attached to the 
Declaration .... . 1.132 of Mr. Tsuru (Tsuru Declaration). 

The Examiner telephone the undersigned and said that the above papers require further 
consideration, that it would be improbable an Advisory could be received by the last due date 
and suggested an RCE. That is the reason this RCE was filed. There was no other discussion in 
the telephone interview mentioned. 
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As can be seen from the EXAMINATION REPORT and Tsuru Declaration, even if the 
person of ordinary skill in the art were to refer to Yamagishi et al. together with Williamson, that 
person would not generate the present a-form crystal of KMD-3213. In case of the 
reerystallization of crude crystals of KMD-3213 of Yamagishi et al by using ethyl acetate as a 
re-crystallizing solvent, impurities of Yamagishi et al. may most affect crystallization of 
polymorphs. Thus, regardless of the degr ee of the temperature of the beginning of 
crystallization, one will obtained p-form crystals of KMD-3213. 

It is well known that polymorphism is often affected by the trace amounts of impurities. 
(Masaki Okamoto et al., Journal of Chemical Engineering of Japan, vol. 37, No. 10, pp, 1224- 
1231, 2004; ATTACHMENT 2 of the Tsuru Declaration). In the case of the reerystallization of 
crude crystals of KMD-3213 per Yamagishi et al., trace amounts of impurities affect the 
polymorphism as taught in Okamoto et al. 

Furthermore, as stated in the Declaration of Mr. Tsuru, Yamagishi et al. prepared KMD- 
3213 as a synthetic intermediate for producing the indole compound disclosed in Example 1 . 
Thus, the KMD-3213 of Yamagishi et al. was not a subject compound of the Yamagishi et al 
invention. Accordingly, one of ordinary skill in the art would not have been motivated to 
attempt to modify the Yamagishi et al. procedure by the guidance of Williamson to generate the 
present a-form crystals of KMD-3213. 

Additionally, the present a-form crystal of KMD-3213 is the most preferable of the 
crystal forms for an oral solid medicament with respect to stability and hygroscopicity (lines 16- 
19 on page 6 of the present specification); the present invention is related to such findings. 
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Neither of Kitazawa et al, nor Yamagishi et al. disclose or suggested and superiority o f the 
present a-form crystals of KMD-3 213. 

Applicants offer the following remarks in Table form on the EXAMINATION REPORT 
by Hiroaki Kobayashi attached to the Tsur Declaration. ..1.132 filed as an attachment to 
SUPPLEMENTAL RESPONSE. . . 1 . 1 16 on December 27, 2006. 

This is to explain that Mr. Kobayashi carried out the method of Yamagishi et al. on a 
small scale, namely about 0.17 times that of Yamagishi et al. But the same is still a relevant 
comparison. 





Kobayashi 


Yamagishi, et al. 


Starting compound (S) 


12.45 g 


70.9g 


Reaction reagent (10% palladium carbon) (C) 


1.25g 


7.1s 


The rate of the weight of (C)/(S) (w/vv %) 


10.04% 


10.01% 


Reaction medium (M) 






Ethanol (E) 


98 ml 


560 ml 


lN-hydroehrolic acid (H) 


51 ml 


292 ml 


The concentration (v/v %) of (H) in (E) 


52.04% 


52.14% 








Total volume of the reaction medium (E)+(H); (M) 


149 ml 


852 ml 


The concentration (w/v%) of (S) in (M) 


8.36% 


8.32% 








Reaction Time 


3 hours 


3 hours 
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REQUEST FOR TELEPHONE INTERVIEW 



If the Examiner remains unconvinced of patentability, the Examiner is requested to 
contact the undersigned at the later given local telephone exchange so that a telephone interview 
may be conducted concerning this application. 

If the Examiner believes it will be appropriate to submit the above Table and explanation 
in DECLARATION form, Applicants offer to file the same. 

In view of the above, reconsideration and allowance of this application are now believed 
to be in order, and such actions are hereby solicited. If any points remain in issue which the 
Examiner feels may be best resolved through a personal or telephone interview, the Examiner is 
kindly requested to contact the undersigned at the telephone number listed below. 

The USPTO is directed and authorized to charge all required fees, except for the Issue 
Fee and the Publication Fee, to Deposit Account No. 19-4880. Please also credit any 
overpayments to said Deposit Account. 




Respectfully submitted, 



SUGHRUE MION, PLLC 
Telephone: (202) 293-7060 
Facsimile: (202) 293-7860 



/Peter D. Olexy/ 
Peter D. Olexy 
Registration No. 24,5 13 



23373 



CUSTOMER NUMBER 



Date: January 29, 2007 
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